Background: Cardiovascular disease (CVD) is a growing cause of mortality and morbidity in Tanzania, but contextualized evidence on cost-effective medical strategies to prevent it is scarce. We aim to perform a cost-effectiveness analysis of medical interventions for primary prevention of CVD using the World Health Organization's (WHO) absolute risk approach for four risk levels. Methods: The cost-effectiveness analysis was performed from a societal perspective using two Markov decision models: CVD risk without diabetes and CVD risk with diabetes. Primary provider and patient costs were estimated using the ingredients approach and step-down methodologies. Epidemiological data and efficacy inputs were derived from systematic reviews and meta-analyses. We used disability-adjusted life years (DALYs) averted as the outcome measure. Sensitivity analyses were conducted to evaluate the robustness of the model results. Results: For CVD low-risk patients without diabetes, medical management is not cost-effective unless willingness to pay (WTP) is higher than US$1327 per DALY averted. For moderate-risk patients, WTP must exceed US$164 per DALY before a combination of angiotensin converting enzyme inhibitor (ACEI) and diuretic (Diu) becomes cost-effective, while for high-risk and very high-risk patients the thresholds are US$349 (ACEI, calcium channel blocker (CCB) and Diu) and US$498 per DALY (ACEI, CCB, Diu and Aspirin (ASA)) respectively. For patients with CVD risk with diabetes, a combination of sulfonylureas (Sulf), ACEI and CCB for low and moderate risk (incremental costeffectiveness ratio (ICER) US$608 and US$115 per DALY respectively), is the most cost-effective, while adding biguanide (Big) to this combination yielded the most favourable ICERs of US$309 and US$350 per DALY for high and very high risk respectively. For the latter, ASA is also part of the combination. Conclusions: Medical preventive cardiology is very cost-effective for all risk levels except low CVD risk. Budget impact analyses and distributional concerns should be considered further to assess governments' ability and to whom these benefits will accrue.
Background
Cardiovascular disease (CVD) is a growing cause of death and disability in sub-Saharan Africa (SSA). The Global Burden of Disease (GBD) 2010 study showed that, in 2000, ischemic heart disease and stroke accounted for 1.83 and 2.47 % respectively of total disability-adjusted life years (DALYs) lost in the region. A decade later there had been a 15 % increase in the percentage of total DALYs lost attributed to these conditions [1] . This surge has been boosted by ongoing nutritional, demographic and epidemiological transitions. Costs ascribed to CVD are substantial; for example, in 2010, they amounted to about US$11.6 billion in the World Health Organization's (WHO) African region E (AFRO E). These costs are expected to rise by 22 % by 2030 [2] . Tanzania has not been spared from this tide, as evidence shows that the prevalence of CVD risk factors is increasing rapidly [3] [4] [5] [6] [7] [8] . Consequently, large increases in avoidable CVD mortality and morbidity and hence serious pressures on the already constrained health systems are expected in the future unless preventive measures are implemented.
Many studies on the cost-effectiveness of preventive interventions into CVD have been conducted in highincome countries, with significant amounts of evidence in favour of primary prevention [9] . Evidence from individual countries in SSA is extremely scarce [10] [11] [12] . Only a few studies focusing on interventions across WHO and World Bank developing regions are available [13] [14] [15] , and their use of aggregated data from countries with great diversity in terms of demographic, epidemiological, socio-economic and policy contexts requires the results to be interpreted with caution when used to inform policy in individual countries.
Preventive cardiology in Tanzania not only receives low priority but it is also practised in a non-comprehensive way [16] [17] [18] . Tanzania's previous and current preventive guidelines [19, 20] focus unilaterally on single risk factors but this approach has been shown to be less effective than the absolute risk approach advocated in the WHO's CVD preventive guidelines and elsewhere [10, 16, 21, 22] . The absolute risk approach gives a numerical probability of a CVD event occurring in a given time period, e.g. one or ten years. It combines all modifiable major risk factors for CVD such as hypertension, cholesterol level and smoking. The absolute risk approach also includes unmodifiable factors like age and sex. Treatment decisions are then based on the total risk of a CVD event [23] .
There is a previous study that has explored the costeffectiveness of medical preventive cardiology in Tanzania [12] . Being the first, it forms an important step for further exploration on the subject. A new study is justifiable for the following reasons: firstly, the previous study did not explicitly model diabetes in its risk factor profile. Existing literature indicates that diabetes is one of the major risk factors for CVD [24] and tends to occur together with other known cardiovascular risk factors [25] . Secondly, primary cost data were not used in the estimation of intervention costs. Thirdly, the current work expands from a provider to a societal perspective by including costs to patients of receiving treatment. Fourthly, following the release of GBD 2010 [26] , new disability weights are available and the literature on drug effectiveness has since been updated. Finally, drugs such as simvastatin-which is listed on the national formulary and is currently available in Tanzania's Medical Stores Department (MSD)-have come off patent, and so are more likely to be affordable and therefore policy relevant for Tanzania. In light of the above reasons, the purpose of the present study is to perform a cost-effectiveness analysis of the most relevant medical interventions for primary prevention of CVD in Tanzania using an absolute risk approach.
Methods

Model structure
Two Markov decision models for CVD risk without diabetes and CVD risk with diabetes-reflecting whether or not there is diabetes in addition to all other CVD riskswere constructed using TreeAge Pro 2014 software for four CVD risk cohorts. Further model details are specified in Appendix 1 to permit full replication of our results.
Absolute risk of CVD
We constructed index cohorts representing each of the four CVD risk levels (see Appendix 1, Table 4 ) guided by the WHO's prediction charts for AFRO E. By varying age, gender, blood pressure, cholesterol level, smoking and diabetes status we obtained hypothetical cohorts representing low, medium, high and very high CVD risk levels, respectively [22] . Table 1 below presents drug interventions included in the model. These drugs are recommended by the WHO's CVD preventive guidelines [22] , except for angiotensin receptor blocker (ARB), which we included because its patent recently expired. For an overview of the drug combinations considered, see Appendix 2.
Description of interventions
Input parameters Transition probabilities
Annual risks for myocardial infarction (MI) and/or stroke were calculated from the Framingham Heart Study risk equations [27, 28] for the four different index cohorts. This was motivated by the absence of such data from the sub-Saharan region. Even though updated Framingham equations are available from the literature, these could not be applied in this work since the reported annual risks are combined for all CVD events [29, 30] . Age-specific background mortality rates were based on a Tanzanian life table [31] and were adjusted for the mortality attributable to CVD [32] . We used age and sex-specific case fatality rates from the WHO's CHOosing Interventions that are Cost-Effective (CHOICE) study [33] (Appendix 3, Table 5 ).
Since stroke was classified according to severity, information about the probabilities of "first ever stroke" and "subsequent stroke" was necessary. These were derived from context-specific literature and if data was unavailable we sought expert opinions or made assumptions (Appendix 3, Table 6 ). We assumed that the probability of subsequent strokes after the second event was constant.
Intervention costs Cost of CVD prevention and treatment
The direct medical costs of providing medical primary prevention and cost to patients of receiving these services have been estimated elsewhere [34] . The provider cost of CVD treatment was identified and measured according to standard protocols from Arusha urban hospital using an ingredients approach. Resource valuation followed the opportunity cost method. Unit costs were estimated using activity-based and step-down methodologies. Patient cost of receiving CVD treatment was assumed to be 57.5 % higher [35] than the US$123 estimated as the patient cost of receiving CVD preventive measures [34] . The costing exercise follows a "narrow" societal perspective, whereby costs of health care, whether borne by the patient or the provider, are relevant. Since most economic evaluations are analyzed from the provider perspective only, a scenario analysis was conducted to explore the impact of this viewpoint on model recommendations. We assumed that primary preventive care can be performed within the existing facility setup and that upgrading of infrastructure is not required.
Intervention effects
The intervention effects-in terms of relative risk (RR)-of drug classes used were retrieved from systematic reviews and meta-analyses of relevant randomized controlled trials, except for oral hypoglycemics which were based on one randomized controlled trial (RCT), see Appendix 3, Table 6 for references. Appendix 4 presents a summary of the comparators, RCT designs, statistical methods used and statements on primary prevention. The effects of interventions involving combinations of drugs were determined multiplicatively i.e. (RR 1 × RR 2 × RR n ) [36] . It was assumed that intervention effects did not vary across the different underlying risk groups and that it was constant across all age groups. We also assumed perfect adherence to treatment.
Health outcome
We used DALYs, which combine years lived with disability (YLDs) and years of life lost (YLLs), as our measure of health outcomes. YLDs were based on GBD 2010 disability weights of 0.422 for acute myocardial infarction and 0.021, 0.076 and 0.539 for mild, moderate and severe stroke respectively [26] . Tanzania's sex-specific life expectancy in 2012 and a disability weight of 1 to reflect the dead health state were used to calculate YLLs.
See Table 2 below for a summary of parameters and sources.
Cost-effectiveness analysis
For the CVD risk both without and with diabetes, expected costs and outcomes were calculated for each of the possible interventions. Base-case results are presented as incremental costs and effects and incremental cost-effectiveness ratios (ICERs). Strategies having ICERs below US$610, which is Tanzania's 2012 GDP per capita [37] , (the lowest willingness to pay (WTP) value recommended by the WHO [38] ) were considered "very costeffective". In our base case, health costs and outcomes were non-differentially discounted at 3 % annually. A scenario analysis was conducted to test whether and how results vary with differential discounting. Age weighting was not incorporated into the analysis due to criticisms raised in the GBD 2010 study [39] .
Sensitivity analyses
The rationale behind performing a sensitivity analysis is that the uncertainty of the model parameters is mainly due to lack of data or ambiguity regarding how the data were collected, simplifications and assumptions made [40, 41] . A set of one-way sensitivity analyses was In the multivariate probabilistic uncertainty analysis, using a Monte Carlo simulation, we ran the model with distributions for each parameter rather than point estimates to determine the probability of optimal intervention being cost-effective against a range of cost-effectiveness thresholds [42, 43] .
Value of information analysis
High-quality evidence from multiple model input sources is not always available and decisions based on these model recommendations are subject to costly uncertainty. A value of information analysis allows for an estimation of the cost of existing uncertainty, which is determined by the function of the probability that a decision will be wrong for different levels of WTP for health and the size of the opportunity loss if the wrong decision is made [44] . We first calculated expected value of perfect information (EVPI) as the difference between the expected net benefit with perfect information and current information, and then we estimated population EVPI assuming an annual effective hypothetical population of 1000 patients, discounted at a rate of 3 % for 10 years. For both models, simpler treatment combinations appear most cost-effective for lower CVD risks, while higher risks led to more complex drug combinations being cost-effective. Generally, managing CVD risk is more cost-effective for patients with higher risk than for patients with lower risk, and more cost-effective for patients with diabetes than for patients without diabetes (Table 3) .
Results
Base-case results
CVD risk Low risk
The results suggest that providing a combination of ACEI and Diu averts 0.41 DALYs at a cost of US$544 compared to no treatment, yielding the lowest ICER of US$1327 per DALY averted. Adding Sta to this duotherapy averted a further 0.08 DALYs for US$254.
Moderate risk
As for the low risk, ACEI and Diu yielded the lowest ICER of US$164 per DALY averted. Providing this intervention averts 1.02 DALYs at a cost of US$167 compared to giving no medical treatment.
High risk
The lowest ICER of US$349 per DALY averted was shown to result from providing a triple therapy of ACEI, CCB and Diu to high-risk patients compared to no treatment, whereby a cost of US$545 deterred 1.56 DALYs. Adding Sta to this combination requires an addition of US$607 per DALY averted.
Very high risk
Out of the three non-dominated strategies, a combination of ACEI, CCB, Diu and ASA yielded the lowest ICER value of US$498 per DALY averted compared to "no treatment", by averting 2.44 DALYs for US$1216. Adding Sta to this combination required an additional US$189 to prevent a further 0.29 DALYs (Table 3) .
CVD risk with diabetes Low risk
Model conclusions for this risk level suggest that a combination of Sulf, ACEI and CCB averts 0.85 DALYs at a lifetime cost of US$517, resulting in an ICER of US$608 per DALY averted. Adding Big to this combination will prevent a further 0.31 DALYs at an additional cost of US$297, with an ICER of US$958 per DALY averted. Annual risk of MI or stroke - Table 5 Framingham Heart Study Non-MI or non-stroke mortality rate - Table 5   Tanzanian 2012 life table and  GHDx dataset Fatality rate from MI and stroke - Table 5 WHO, CHOICE study
Cost of CVD prevention and treatment - Table 6 Authors' previous study and primary analysis
Intervention costs and effects - Table 6 Tanzania MSD and meta-analyses Disability weights - Table 6 Global burden of disease 2010
Other transition probabilities - Table 6 Cross-sectional studies and authors' extrapolation 
Very high risk
The lowest ICER was achieved by providing Big, Sulf, ACEI, CCB and ASA, whereby a cost of US$1182 deterred 3.38 DALYs with an ICER of US$350 per DALY averted.
Representing uncertainty
In this sub-section, only the results for low and very high CVD risk without and with diabetes are presented, due to space limitations. For the results for moderate and high risks see Appendix 5.
Deterministic sensitivity analysis
Drug treatment effects are shown to be the most uncertain parameters for both low and very high CVD risk without and with diabetes. Variables representing less than 1 % of the total uncertainty were omitted since changing their assumptions had a negligible effect on the model. (Figs. 1 and 2 ).
Probabilistic sensitivity analysis
Figures 3 and 4 illustrate the optimal treatment paths, or cost-effectiveness acceptability frontiers (CEAFs), for low and very high CVD risk without and with diabetes for varying levels of plausible WTP to avert a DALY. For each level of WTP, the CEAFs illustrate only the optimal interventions with highest probability of being costeffective, while all other alternatives are excluded. CVD prevention is not likely to be cost-effective until WTP approaches US$1327 and US$498 per DALY averted in patients with low and very high CVD risk respectively. For low-risk patients, ACEI and Diu is optimal for all plausible levels of WTP higher than US$1327 per DALY averted, while for very high-risk patients a combination of ACEI, CCB, Diu and ASA is most likely to be optimal within the WTP range of US$498-US$651 per DALY averted, after which a further addition of Sta becomes optimal.
For patients with diabetes, WTP values of about US$608 and US$350 for low and very high CVD risk, respectively are required for CVD prevention to be costeffective compared to CVD risk without diabetes. For low-risk patients, a combination of Sulf, ACEI and CCB is optimal for WTP values between US$608 and Fig. 3 Cost-effectiveness acceptability frontier for low and very high CVD risk Fig. 4 Cost-effectiveness acceptability frontier for low and very high CVD risk with diabetes US$958, followed by Big, Sulf, ACEI and CCB for a ceiling ratio exceeding US$958. For very high-risk patients, a combination of Big, Sulf, ACEI, CCB and ASA is most likely to be optimal in the WTP range US$350-US$704 per DALY averted, after which the further addition of Sta becomes optimal.
The figures also illustrate that the above findings are surrounded by substantial uncertainty, except for patients with very high CVD risk and when WTP is very low (in which case no intervention is clearly optimal). For example, the ACEI and Diu combination in low-risk CVD patients without diabetes never exceeds a higher probability of being cost-effective than around 55 %, and consequently there is always at least a 45 % probability of the preferred strategy being sub-optimal. For low-risk patients with diabetes, the corresponding numbers are 75/25 % for the intervention Sulf, ACEI and CCB.
Expected value of perfect information (EVPI) analysis
Presented here are the EVPI analysis results for low and very high CVD risk without and with diabetes. The population EVPI-which represents the maximum amount of funds a decision-maker, should be willing to invest in research to eliminate all uncertainties-varied considerably with the different values of the WTP and risk levels (Appendix 6).
From Fig. 5 above, if Tanzanian's WTP is US$610 then further research is potentially cost-effective for all risk levels except low CVD risk if the cost of proposed research is at most US$160,000.
Scenario analyses Societal vs provider perspective
CVD risk: There were some changes in optimal therapies when the model was re-analyzed with patient costs excluded. For example, Diu as monotherapy became optimal for low and moderate risk levels, with ICERs of US$723 and US$092 per DALY averted respectively, and there was a re-emergence of BB in the non-dominated drug combinations for all risk levels (Appendix 7).
CVD risk with diabetes: Model results remained largely the same for the CVD risk with diabetes model from the providers' perspective. We observed the strategies Sulf, ACEI and CCB being recommended for high-risk patients and Sulf, ACEI, CCB and ASA for very high-risk patients, whereas such combinations were dominated in our base case (Appendix 7).
In both CVD risk without and with diabetes, model results from the societal perspective generally had lower ICERs compared to those from the provider viewpoint.
Differential vs non-differential discounting
Whether or not health outcomes are to be discounted (and at what rate) has raised a lot of debate in the field of economic evaluation [41, [45] [46] [47] [48] . Our base-case analysis was performed using non-differential discounting of 3 % for costs and health outcomes. We applied differential discounting in two forms, a lower discount rate (1.5 %) and no discount rate for health outcomes, while keeping the discount rate for costs constant at 3 %. Lower discount rates for health outcomes reduce the ICERs, making CVD prevention more attractive, but model recommendations in terms of rank ordering of the alternatives did not change. With a lower or no discount rate for health outcomes, more costly yet more effective strategies become optimal for lower levels of WTP (Appendix 7).
Different index cohort definition
Our choice on index cohorts i.e. females for low risk and males for moderate to very high risk would imply that our main model results may not apply for males' low-risk patients and females' moderate to very high risks. We Tables 11 and 12 ). The model conclusions remain robust in terms of rank ordering of the different drug combinations, but higher willingness to pay values are required in order to recommend interventions to female compared to male patients (Table 3 and Appendix 8, Table 13 ).
Discussion
This analysis suggests that multi-drug combinations achieve the best value for money for almost all risk levels both in the CVD risk and CVD risk with diabetes cohorts. If Tanzania is willing to pay up to US$610-one Gross Domestic Product (GDP) per capita per DALY averted, below which interventions are considered to be very cost-effective by the WHO [38] -our model recommends no medical treatment for low-risk without diabetes patients. For a moderate risk level without diabetes, a combination of ACEI and Diu has an ICER that falls below the tentative WTP threshold value. Adding CCB to this combination was the optimal choice for high-risk patients, while for very high-risk patients further adding ASA is suggested. For patients with diabetes, a combination of Sulf, ACEI and CCB is predicted to be optimal for low and moderate risk levels while adding Big to this combination consistently yielded more health for money for high and very high risk levels. For very high-risk patients, ASA was also part of the combination.
These conclusions are in line with the WHO's CVD preventive guidelines, which recommend no medical management for low CVD risks [22] . We also observed similar results to those demonstrated in the costeffectiveness analysis of primary prevention of CVD in Australia, where they recommended Diu, CCB, ACEI and Sta for all patients with a 5 % 5-year CVD risk. The same conclusion cannot be drawn for our moderate-risk patients since we assumed that triple anti-hypertensives were not clinically relevant for this risk level.
Our results are different from those of a similar study performed in Tanzania [12] , in which their recommended strategies, including combinations with BB, are dominated in our work. Differences in study perspectives, cost evidence, clinical evidence and choice of interventions analyzed meant that differences in optimal interventions were not unlikely. For example, interventions modelled in this work restricted ASA to very highrisk patients only and included ACEI in the drug combinations, which is not the case in the previous study. Comparing our model recommendations to the WHO-CHOICE study and a recent cost-effectiveness analysis to combat CVD in SSA and South East Asia results, we observed that drug combinations with Diu and BB were dominated and that our optimal strategies included combinations of ACEI with CCB or Diu. It is worth noticing that in these two studies only two antihypertensives, Diu and BB, were included, making comparability challenging [13, 49] . It suffices to say that we observed a re-emergence of BB in the recommended interventions in the scenario analysis from a provider perspective. This viewpoint was followed both in the former Tanzanian and WHO-CHOICE studies, making our results somewhat similar if the provider perspective was applied as base-case.
Our literature search revealed no studies analyzing options to prevent CVD in patients with diabetes. So we compared our results for this cohort with the WHO's CVD guidelines, which recommend metformin (biguanide) as the oral hypoglycemic drug of choice. We find that glibenclamide (sulfonylureas) is optimal for low and moderate-risk patients, while adding metformin to glibenclamide is likely to be optimal for higher risk levels.
Our decision rule is based on the WHO's proposed cost-effectiveness threshold of one times GDP per capita for Tanzania. This is because of the lack of a ceiling ratio set by Tanzania's decision-makers. However, the use of WHO's recommended cost-effectiveness benchmarks of one and three times GDP per capita [38] has received some criticisms. The basis of this threshold is unclear; as such, it is not known whether it infers values based on previous decisions or is set to optimally determine or exhaust the healthcare budgets of some representative countries [50] . Its use tends to make "almost" all healthcare interventions and programmes seem cost-effective and does not reflect the reality of resource constraints, hence challenging countries to introduce virtually any costeffective interventions, which may end up with very low coverage and hence exacerbate healthcare inequalities [51] . Tanzania should preferably determine its own ceiling ratio by tailoring its recommendations to its own budgetary constraints, epidemiological and demographic profile, existing health infrastructure and other health-system considerations. Several approaches have been proposed to define the value of willingness to pay ceilings [50, 52, 53] .
Most cost-effectiveness guidelines recommend a provider perspective in order to inform decisions about efficient use of healthcare resources [54] . The societal perspective has also been proposed in some guidelines because it is more consistent with welfare economics. Whether it is possible to fully adopt a societal perspective in cost-effectiveness analysis has been discussed [54] [55] [56] . We do not claim to have adopted a broad societal perspective, but a rather "narrow" one since we only expanded the providers' perspective by including patient costs. The ICER results were more favourable from the societal than the provider perspective, which implies that ignoring patient costs could lead to sub-optimal resource allocation. It is equally true that including all relevant societal costs and benefits could significantly alter what we, in this work, consider to be very costeffective.
Assuming the WTP value of US$610 and a proposed cost of research of about US$250,000, there will be value for further information for very high CVD risk without diabetes and low CVD risk with diabetes since their population EVPI exceeds the estimates of the proposed research. Current information regarding low CVD risk without diabetes is deem sufficient given its microscopic population EVPI value. Further exploration is required to determine what type of additional evidence would be most valuable and the most efficient research design [44] . In practice, though, the value of research will be lower since some uncertainty will always remain.
Strengths and limitations
We adopt a "narrow" societal perspective in this study by taking into account patient costs. This viewpoint captures societal benefits that are not captured from more restricted viewpoints [56] . This work also analyzed interventions for all CVD risk levels, both without and with diabetes; although extensive, this permits comparisons within levels and between the two models for a better understanding of what does (or does not) work for each level of CVD risk.
These results should also be considered in light of model limitations. Firstly, the risk of myocardial infarction and stroke and drug treatment effects are based on data from trials carried out in developed countries, since good Tanzanian or regional data were unavailable. Secondly, effectiveness data for two drug classes (biguanide and glibenclamide) were extracted from one trial only, but again this was motivated by lack of data. Thirdly, we did not synthesize the evidence structure as we should have. Ideally, since most of our efficacy data were from trials with placebo as a comparator, indirect treatment comparisons (ITC) should have been performed and, in the very few instances where data was from other comparators, mixed treatment comparisons (MTC) should have been made. This weakness in inference concerning the relative efficacy of all treatments considered could possibly bias our results. However, these complex expansions of standard meta-analysis evidence are only as good as the trials included in them. Given the lack of a strong evidence base in our setting and since choices in healthcare resource allocation have to be made, we feel that our model results could, at this point, sufficiently inform these decisions [57] . Fourthly, we did not account for non-adherence to treatment in our model for reasons of simplification and lack of data, and our model may therefore not reflect real adherence in long-term treatment. Non-adherence would likely reduce the efficacy of the pharmacological drugs modelled, which would pull result in the direction of less favourable ICER estimates. On the other side, nonadherence represents cost savings, which would pull in the opposite direction. The overall effect on the estimates is an empirical question, but our intuition is that the former effect would weight more heavily, and that low adherence potentially would make ICERs somewhat less attractive. Lastly, we should expect the effectiveness values of our interventions to be lower in practice than the ones used in this work since the efficacy data are extracted from a "controlled" trial setting.
Conclusion
Multiple drug combinations as a means of preventive cardiology yield ICERs lower than the proposed ceiling ratio of one GDP per capita for all risk levels except low CVD risk, which renders them very cost-effective. However, our model conclusions are surrounded by high uncertainty regarding both whether or not to treat and optimal treatment choice. The results of the value of information analysis suggest that it is potentially costeffective to perform research to reduce uncertainties around model recommendations even at the lower WTP of US$610. Decision-makers could therefore simultaneously adopt the model recommendations and consider further research, since the adoption decision is reversible. The fact that interventions are cost-effective given current information does not automatically mean that they should be recommended for implementation, since health systems usually have other recourse competing "very cost-effective" interventions that have not been fully implemented. There are also other objectives besides maximizing population health outcomes. Budget impact analysis and distributional concerns should be considered, for example, to assess governments' ability and to whom these benefits will accrue. 
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Appendices
Appendix 1
Cost-effectiveness model
The CVD prevention model is a probabilistic Markov model that provides information on health and healthcare costs over the lifetime of a hypothetical Tanzanian population (or population sub-groups). Two Markov decision models for CVD risk without diabetes and CVD risk with diabetes were constructed using TreeAge Pro 2014 software ( Figure 6 ) for four CVD risk cohorts. Modelling them separately was necessary since CVD have different risk and treatment profiles depending on whether or not the patient is diabetic.
Six mutually exclusive health states were considered: "no history of CVD" (i.e. no previous myocardial infarction or stroke), "history of myocardial infarction", and "history of stroke". Finally, "death" was modelled as an absorbing state. Stroke was modelled in three different health states based on severity: "mild", "moderate" or "severe", in order to be consistent with disability weights reported in the GBD 2010 [26] .
A cohort of healthy individuals with "no history of CVD" first enters the model at the age of 40 years. The cohort then transits between the different health states according to age-specific risks for each type of clinical event and depending on the risk reduction from the alternative preventive drugs. Each type of health state In each model, "no treatment" was the baseline strategy and was compared with different medical interventions (singly or in combination) for primary prevention of CVD. The inclusion of "no treatment" as a comparator was important to allow for low-risk groups for whom treatment is not likely to be cost-effective. In order to explore the effects of the interventions in different populations, four distinct submodels were created to represent four CVD risk levels: low risk, moderate risk, high risk and very high risk with a 10-year risk of CVD event of < 10 %, 10-19 %, 20-30 % and >30 % respectively. Figure 7 presents the strategies analyzed in the CVD model diagrammatically. For low and moderate CVD risk, the strategies modelled are represented by "Package LM", which consists of individual anti-hypertensives ACEI, ARB, BB, CCB and Diu in mono and duotherapy as shown by the inner circle in the diagram under the label "Low and moderate risk". Package LM is then combined with statin, e.g. ACEI + statin, ACEI + ARB + statin etc. represented by the "statin circle" embedded in the inner circle. Third, statin alone is also analyzed for this risk level and lastly "no treatment" option is also included, making a total of 32 interventions modelled.
Appendix 2
Interventions modelled for high risk consist of: (i) All the interventions under Package LM, i.e. the 15 anti-hypertensives in mono and duo therapy, (ii) "Package H" which is anti-hypertensives in triple therapy -a total of 10 options, (iii) Package LM and Package H combined with statin, e.g. ACEI + statin, ACEI + ARB + statin, ACEI + ARB + BB + statin. (iv) No treatment option. Fifty-one (51) interventions were analyzed for this risk level.
Lastly, strategies considered for very high-risk patients are interventions analyzed under Package LM and Package H but now combined with soluble aspirin, e.g. ACEI + ASA, ACEI + ARB + ASA, ACEI + ARB + BB + ASA, represented by the inner circle with "ASA circle" embedded within it in the diagram under "Very high risk". These interventions are marked "Package VH". All these combinations are then combined with statin, e.g. ACEI + ASA + statin, ACEI + ARB + ASA + statin, ACEI + ARB + BB + ASA + statin. With the no treatment option, the strategies made up a total of 51 interventions modelled.
The same approach can be used to interpret these diagrams, indicating the interventions analyzed for the four levels of CVD risk with diabetes. A total of 43 interventions were modelled for low and moderate CVD with diabetes risk levels while the number was 49 options for high and very high CVD with diabetes risk levels.
As depicted in Figure 8 , drug combinations considered in the analysis consisted of up to two antihypertensives together with other drug classes for low and moderate risks. For these levels we assumed that combinations of three anti-hypertensives are clinically irrelevant. All other possible combinations without and with soluble aspirin were modelled for high and very high risks respectively. Soluble aspirin was included only for very high-risk patients, where it has been shown to be more beneficial than harmful [22] . Sev. -Severe; 8 Beta distribution was fitted disability weights and other probabilities; §All model parameters were varied at ± 15 % unless stated; ¶ provider cost per OPD visit is the average cost per visit for the four facilities costed, provider cost per lab test available from Table 5 , Patient cost per OPD visit was derived from annual patient cost divided by average number of clinic visits [34] . Table 13 Cost-effectiveness results for low CVD risk males and moderate to very high CVD risk females without and with diabetes. All dominated strategies have been excluded
